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Dear Examiner Truong: 

INTRODUCTORY COMMENTS 

Thank you for your careful consideration and allowance of the indicated claims. 
Further to your discussion with Christine O'Day earlier today, please consider the 
following claims for the purpose of discussion only. Please do not enter the claims 
below into the formal record. 

Claims 1-42 and 49-50 stand canceled. Claims 44, 45, and 60-63 are allowed. 
Claims 53, and 55 have been amended. Claims 43, 54 and 56-57 have been canceled. 
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Please contact Colleen McKieman at 617-517-5555 (cmckieman@eapdlaw.com) 
if you have any problems with the facsimile. 
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AMENDMENTS TO THE CLAIMS 
Claims 1-42 (cancelled). 

Claim 43 (cancelled): 

Claim 44 (previously presented- allowed): A method for the 
... ? eatment ° f asthma in a mammal, which method comprises administering, 
to said mammal an effective, non-toxic amount of a compound of formula 



each of R 1 and R 2 independently represents a Ci« alkyl or C 2 . 7 acyl group; 

R s represents a hydrogen atom or a C1.3 alkyl, C 2 . 3 alkenyl or C 2 . 3 alkynyl group; 

R 6 represents a hydrogen atom or a Ci-e alkyl, C 24 alkenyl, C 2 -« alkynyl. amino. 
Ci. 8 alkylamino, di(C,. 8 ) alkylamino or C 2 .7 acylamino group; 

each of R 7 and R 8 independently represents a hydrogen or halogen atom or a 
hydroxy, trifluoromethyl, C,< alkyl. C 2 -« alkenyl, C 2 -<, alkynyl. C 2 . 7 acyl, Ci-e alkylthio, 
Ci^ alkoxy, 

C 3 . e cycloalkyl; and 

R fl represents a hydrogen or halogen atom or a hydroxy, trifluoromethyl, Ci* 
alkyl. Cm alkenyl. C 2 . B alkynyl, Cm acyl, C-e alkylthio. Cn alkoxy or C 3< cycloalkyl 
group; 



I: 




wherein 
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X represents a group CR 3 R 4 , wherein each of R 3 and R 4 independently 
represents a hydrogen atom or a C1.3 alkyl group; 

each of R 10 and R 11 independently represents a hydrogen atom, a C,.s alkyl- C 3 * 
cycloalkyl or phenyl group; 

Y represents an oxygen atom or a group CHNO2, NCIM, NH or NNO2; 

n is an integer from 2 to 4; 

or a salt thereof. 



each of R 1 and R 2 Independently represents a alkyl or C2.7 acyl group; 

R 5 represents a hydrogen atom or a Ci- 3 alkyl, C2-3 alkenyl or C 2 - 3 alkynyl group; 

R 6 represents a hydrogen atom or a Ci- 6 alkyl, alkenyl, C 2 _e alkynyl, amino, 
C1-6 alkylamino, di(Ci-6) alkylamlno or C 2 . 7 acylamino group; 

each of R 7 and R 8 independently represents a hydrogen or halogen atom or a 
hydroxy, trifluoromethyl, Ci. 6 alkyl, C 2 « alkenyl, C« alkynyl, C 2 . 7 acyl, alkylthio, 
C1-6 alkoxy, 

C3-6 cycloalkyl; and 



Claim 45 (previously presented- allowed): A method for the 
treatment of chronic obstructive pulmonary disease (COPD) in a mammal, 
which method comprises administering to said mammal an effective, non- 
toxic amount of a compound of formula I: 




wherein 
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R 9 represents a hydrogen or halogen atom or a hydroxy, trlfluoromethyl, 
alkyl, C*e alkenyl, C 2 -6 alkynyl, C 2 . 7 acyl, Ci_ 6 alkylthio, Ci. 6 alkoxy or C 3 , 6 cycloalkyl 
group; 

X represents a group CR 3 R 4 , wherein each of R 3 and R 4 independently 
represents a hydrogen atom or a C w alkyl group; 

each of R 10 and R 11 independently represents a hydrogen atom, a C V3 alkyl, C*-e 
cycloalkyl or phenyl group; 

Y represents an oxygen atom or a group CHN0 2 , NCN, NH or NNO* 

n is an integer from 2 to 4; 

or a salt thereof. 



Claim 46 (previously presented): A method as claimed in any one of claims 43, 
44 or 45, wherein independently or in any compatible combination: 

each of R 1 and R 2 independently represent a Ci^ alkyl; 

each of R 3 and R 4 represents a hydrogen atom; 

R 5 represents a hydrogen atom; 

R e represents a hydrogen atom; 

each of R 7 and R B independently represent a Ci. 6 alkyl; 

R 9 represents a halogen atom or a methyl or acetyl group; 
Y represents an oxygen atom or a group CHN0 2 ; and 
n is 2. 



Claim 47 (previously presented): A method as claimed in any one of claims 
43 to 45, wherein the compound is administered by aerosol. 

Claim 48 (previously presented): A method as claimed in any one 
of claims 43 to 45, wherein the mammal is a human. 
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Claims 49-50 (cancelled). 

Claim 51 (previously presented): A method as claimed in any one of claims 43 
to 45, wherein each of R 1 and R 2 represents a Ci^ alkyl group; and each of R r and R e 
represents a methyl, ethyl or isopropyl group. 

Claim 52 (previously presented): A method as claimed in any one of claims 43 
to 45, wherein the compound of general formula I is selected from the group consisting 
of: 

9,10^imethoxy-2-(2,4,6-trimethy|phenylimino)-3-(W-carbamoyl-2-aminoethyl)- 
3,4,6,7-tetrahydro-2W-pyrimido[6,1-a3isoquinolin-4-one; 

9,10-Dimethoxy-2-(2.4,6-Wmethylphenylimino)-3-[iV.(A/ , -isopropylcarbamoyl)-2- 
aminoethyq-3,4 p 6,7-tetrahydro-2H-pyrimido[6, 1 -a]isoquinolin-4-one; 

9,1 0-Dimethoxy-2-(2.4,6-trimethylphenylimino)-3-[nA[1 -(W'-methy|-2- 
nitroethenamine)]-2-aminoethylj-3,4,6,7^^ 

9,1 0'Dimethoxy-2-(2,4,6-trimethytphenylimino)-3- [N-[1 -(Af-isopropyl-2- 
nitreethenamir»)J-2-aminoethyl]-3,4,6.7-tetrahydre>-2«-pyrimido[6 l 1-a]iso^ 

9, 1 0-Dimethoxy-2-(2,4.6-trimethylphenylimlno>J-[fV-{1 -(W' t Wklimethy|-2- 
nltroethenamine)]-2-aminoethyr^3,4,6,7-tetrahydro-2H-pyTlmldo[6 l 1^]isoquinolin-^ne; 

9,10-Dinriethoxy^2-(2,4,6^trimetovlp^ 
amlnoethyl]-3.4,6,7-tetrahydro-2Ay-pyrimido[6,1-a]isoquinolin-2-one; 

9, 10-Dimethoxy-3-[2-guanldinoethyl]-2-(2 ( 4,6-trimethylphenylimino)-3 > 4,6,7- 
tetrahydn>2H-pyrimido[6,1^a]isoquinolin-4-one; 

9J0-Dimethoxy-3-[AKNWiitjo)-2^uanM 
3,4,6,74etrahydro-2H-pyrimido[6,1-a]isoquinolin-4-one; 

3-{AH/V'-Cydohexylcaroamoyl)-2-aminoeth^ 
phenylimino^3,4,6,74etrahydro-2W-pyrimidol6, 1 -a]isoquinolin-4-one; 

3-(A^Camamoyl-2^minoethyJ)-9 l 10^lmethoxy-2-(2-methylphenylimino)-3 l 4,6 I 7- 
tetrahydro-2«-pyrimido[6, 1 -a]isoquinolin-4-one; 
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3-(/V-Camamoy1-2-8minoethyl)-2-(2.^ 
3,4,6J-tetrBhydr<>2H-pyrirnido(6.1-a]isoquinolin-4-one; 

3-(A/-Caraamoyl-4-aminobutyl)-9,1&«Jimeto^^ 
3.4.6 J-tetrahyd^H-pyTimldotej-alisoquinolin^-one; and 

3"[/V-(/V'-Cyano-A/"-methyl)-2-guanldlnoethy1]-9, 1 0-dimethoxy-2- 
(2.4,6-trimethyl-phenylim^ 
a]isoquinoHn-4-one. 

/ Claim 53 (previously presented): A method of treating a disease in a m ammal in 
^fiood of a omooth mucdo ro l oxont and/or on ont i-i nf l ammatory compound , comprising 
administering to a subject an effective, non-toxic amount of a compound of formula I: 




I 

wherein 

each of R 1 and R 2 independently represents a alkyl or C 2 . 7 acyl group; 

R 5 represents a hydrogen atom or a C,. 3 alkyl, C 2 . 3 alkenyl or C 2 . a alkynyl group; 

R 6 represents a hydrogen atom or a C,* alkyl, C M alkenyl. C a -e alkynyl, amino, 
Ci- 6 alkylamino, di(d^) alkylamino or C 2 . 7 acylamlno group; 

each of R 7 and R B independently represents a hydrogen or halogen atom or a 
hydroxy, trifluoromethyl, Cm alkyl, C 2 -6 alkenyl, C 2 -« alkynyl, C2-7 acyl, C t . 6 alkylthio, 
Ci* alkoxy. 
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C$.8 cycloalkyl; and 

R 9 represents a hydrogen or halogen atom or a hydroxy, trifluoromethyl, Ci* 
alkyl, C 2 * alkenyl, C 2 . 8 alkynyl, C^acyl, alkytthio, Ci-e alkoxy or C 3 . e cycloalkyl 
group; 

X represents a group CR 3 R 4 , wherein each of R 3 and R 4 independently 
represents a hydrogen atom or a C1.3 alkyl group; 

each of R i0 and R 11 independently represents a hydrogen atom, a Ci- 3 alkyl, C3-6 
cycloalkyl or phenyl group; 

Y represents an oxygen atom or a group CHN0 2 . NCN, NH or NN0 2 ; 

n is an integer from 2 to 4; 

or a salt thereo f, whereinjhe disease is a respiratory disorder Is selected 
from the oroup consisting c^ ^th^) a Heroic asthma, hav fever allergic rhlnltl^ 
bronchitis, chronic obstructive p ulmonary diseaseffCOPpfy adult respiratory 
jtistress syndrome tAR PSl- and cystic fibrosis . > 

Claim 54 (canceled): 

Claim 55 (currently amended): The method of claim 54 55, wherein the 
respiratory disorder is selected from the group consisting of asthma, allorgic 
asthmar hay fever, and_allergic rhiniti s, bronch i tio, chron i c obotructlvo pulmonary 
disoaco (COPD), adult respiratory dictr e ss syndromo (ARDS) y and cyst i c fibrosis . 

Claim 56 (canceled): 

Claim 57 (canceled): 

Claim 58 (previously presented): The method of claim 43, wherein the 
disease is characterized by an increased eosinophil count in lung of the mammal. 
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^ — ) sUjOuU 
Claim 59 (previously presented): The method of claim 43, wherein the / 



phosphodiesterase inhibitor is a phosphodiesterase type III inhibitor or a 
phosphodiesterase type IV inhibitor. 

Claim 60 (previously presented- allowed): A method to treat 
asthma or to cause bronchial dilation in a mammal in need thereof, 
comprising administering to said mammal an effective, non-toxic amount 
of a compound of formula I: 




wherein 



each of R 1 and R a independently represents a alkyl or C2-7 acyl group; 

R 5 represents a hydrogen atom or a C V3 alkyl, C 2 . 3 alkenyl or C 2 . 3 alkynyl group; 

R 8 represents a hydrogen atom or a Ci- 8 alkyl, C« alkenyl, C2-6 alkynyl, amino, 
Ci. 6 alkylamino, di(Ci-e) alkylamino or C 2 -7 acylamino group; 

each of R 7 and R 8 independently represents a hydrogen or halogen atom or a 
hydroxy, trifluoromethyl, Cm alkyl, C 2 ^ alkenyl, C 2 . 6 alkynyl, C 2 . 7 acyl, C M alkylthio, 
Ci. 6 alkoxy, 

C 3 . e cycloalkyl; and 

R 9 represents a hydrogen or halogen atom or a hydroxy, trifluoromethyl, C t -e 
alkyl, Cz-s alkenyl, C 2 ^ alkynyl. C 2 . 7 acyl, d. e alkylthio, Cm alkoxy or Cm cycloalkyl 
group; 
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X represents a group CR 3 R 4 , wherein each of R 3 and R 4 independently 
represents a hydrogen atom or a C 1.3 alkyl group; 

each of R 10 and R 11 independently represents a hydrogen atom, a Ci* alkyl, C^e 
cycloalkyl or phenyl group; 

Y represents an oxygen atom or a group CHN0 2 , NCN, NH or NN0 2 ; 
n is an integer from 2 to 4; 

or a salt thereof. 

Claim 61 (previously presented- allowed): The method of claim 60, wherein 
independently or in any compatible combination; 

each of R 1 and R 2 independently represent a Ci-e alkyl; 

each of R* and R 4 represents a hydrogen atom; 

R 5 represents a hydrogen atom; 

R 8 represents a hydrogen atom; 

each of R 7 and R° independently represent a Ci.$ alkyl; 

R 9 represents a halogen atom or a methyl or acetyl group; 

Y represents an oxygen atom or a group CHNO2; and 
n Is 2. 

Claim 62 (previously presented- allowed): The method of claim 60, wherein 
the compound is administered by aerosol. 

Claim 63 (previously presented- allowed): The method of claim 60, 
wherein the mammal is a human. 
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